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57 ABSTRACT 
This invention provides an insulin formulation stabi 
lized against aggregation containing a hydroxybenzene 
and a polyethylene glycol-polypropylene glycol poly 
mer of the formula 

HOCHCH-O-(HCH:o)-CHCHo).H 
CH3 

having an average molecular weight of about 8350 and 
in which the average number of ethyleneoxy units per 
molecule, designated by the sum of a and c, is about 150, 
and the average number of propyleneoxy units per mol 
ecule, designated as b, is about 30. 
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STABILIZED INSULN FORMULATIONS 

This application is a continuation of application Ser. 
No. 07/008,493, filed 1/29/87, which is a continuation 
of now abandoned application Ser. No. 749,371, filed 
June 27, 1985; which is a continuation-in-part of appli 
cation Ser. No. 614,355, filed May 29, 1984, now aban 
doned. 

BACKGROUND OF THE INVENTION 
The use of mechanical continuous infusion devices 

that will deliver insulin to diabetic patients within nar 
row dose tolerances for periods of one day to several 
weeks has been investigated extensively and reviewed 
in the literature (see, for example, Eaton, R. P., Diabetes 
Care 3:253-54, (1980); Prestele, K., Franetzki, M., and 
Kresse, H., Diabetes Care 3:362-68 (1980); Goriya, Y., 
Bahoric, A., Marliss, E. B., Zinman, B., and Albisser, A. 
M., Diabetes 28:558-64 (1980); Albisser, A. M., Botz, C. 
K., and Leibel, B. S., Diabetologia 16:129-33 (1979); 
Albisser, A. M., Proc. IEEE 67: 1308-20 (1979); Santi 
ago, J. V., Clemens, A. H., Clarke, W. L., and Kipins, 
D. M., Diabetes 28:71-84 (1979); A. M. Albisser, Diabe 
tes Mellitus. Current and Future Therapies (M. Brown 
lee, ed.) Garland STPM Press, New York, Vol. 
5:245-272, (1981); and Rizza, R. A., Gerich, J. E., Hay 
mond, M. W., Westland, R. E., Hall, L. D., Clemens, A. 
H., and Service, J. F., New Engl. J. Med. 303:1313-18 
(1980)). "Open-loop' ambulatory pumps that deliver 
insulin by continuous infusion are commercially avail 
able, and implanted devices are being studied clinically 
see, for example, Schade, D. S., Eaton, R. P., Edwards, 
W. S., Doberneds, R. C., Spencer, W.I., Carlson, G. A., 
Bair, R. E., Love, J. T., Urenda, R. S. and Gaona, J. I., 
J. Am, Med. Assoc, 247;1848-53 (1982); and Irsigler, K., 
Kritz, H., Hagmuller, G., Franetzki, M., Prestele, K., 
Thurow, H., and Geisen, K., Diabetes 30, 1072-75 
(1981). Insulin delivery by continuous infusion devices 
carries a number of advantages relative to delivery by 
periodic bolus injections, the principal of which is that 
it permits the diabetic patient to maintain a more nearly 
normal glycemic and metabolic state and, thus, to expe 
rience an increased flexibility of lifestyle. 
The insulin solution to be delivered by an infusion 

device is maintained in a reservoir, for example, a sy 
ringe, a synthetic polymeric bladder, a metal container, 
and the like. The reservoir and its associated pumping 
mechanism can be maintained externally or implanted in 
the patient. The insulin is delivered from the reservoir 
via small diameter catheters composed of synthetic 
polymeric materials. 
A major problem encountered in delivering insulin 

by infusion systems is the tendency of insulin solutions 
over time to produce insulin aggregates, fibrils, or pre 
cipitates see, for example, Lougheed, W. P., Woulfe 
Flanagan, H., Clement, J. R., and Albisser, A. M., 
Diabetologia, 19:1-9 (1980)). The aggregates and 
precepitates lead to obstruction of the catheter or pump 
components and the obstruction, in turn, to the inter 
ruption of the flow of insulin to the patient, resulting in 
poor glycemic control. Many factors have been impli 
cated in the aggregation and precipitation of insulin in 
solution; however, those factors promoting aggregation 
and precipitation most likely to be encountered in all 
types of continuous infusion equipment are: 
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(a) elevated temperatures, e.g., 25-37 C., as opposed 
to the usual 5 C., storage conditions Fisher, H. 

2 
and Porter, P. B., Pharmaceut. 
33:203-06 (1980); 

(b) agitation, potentially caused by body movement 
or movement of pumping mechanisms Irsigler, K., 
and Kritz, H., Diabetes 28:196-203 (1980); 

(c) association with an extended exposure of insulin 
molecules to hydrophobic surfaces, such as air 
interfaces and plastic or metal pump components 
Weisenfeld et. al., Diabetes, 17, 766 (1968); and 
Browe et al., Eur. J. Biochem, 33, 233 (1973); and 

(d) outside stimuli, such as diffusion of CO2 through 
semi-permeable plastic or rubber components that 
cause the pH of insulin solutions to drift toward the 
isoelectric pH (pH 5.4) of insulin, where its solubil 
ity is very low Lougheed et al., supra). 

The principal approach for preventing or delaying 
insulin-related obstructions in infusion devices has been 
to modify insulin preparations by addition of an "anti 
aggregation' stabilizer. Several additives or kinds of 
additives have been proposed as solutions to the aggre 
gation problem. Among these are: 

(a) sodium bicarbonate; 
(b) acidic insulin solutions Schade, D. S., et. al. Satel 

lite Symposium to 16th European Association for 
the Study of Diabetes Meeting, Greece, 22-23 
Sept. 1980, P. 107); 

(c) acidic amino acids Bringer, J., Heldt, A., and 
Grodsky, M., Diabetes 30: 83-85 (1981)); 

(d) non-polar and non-aqueous solvents; 
(e) calcium and magnesium ions Havelund, Jorgen, 
and Grange, U.K. Patent Application No. 
GB2094145A); 

(f) ionic surfactants Lougheed et al., supral; and 
(g) non-ionic surfactants German Patent Application 
P2959 119.5; and Henry, M., McMullen, J. K., 
Grant, H. P., and Tindall, C. E., Irish Journal of 
Medical Science, 230 (1982). 

Each of the above reagents or classes is perhaps use 
ful under certain well-defined and limited conditions. 
The deficiency of each as a general class, however, is 
that it protects insulin from aggregation or precipitation 
caused by only one or less than all of the several possi 
ble mechanisms. It is probable that all factors implicated 
in the obstruction of insulin infusion systems are opera 
tive during actual use of infusion devices, or, if all are 
not operative in any selected isolated use of an infusion 
device, all certainly are cumulatively present in the 
wide range of conditions under which infusion devices 
are used. 
Sodium bicarbonate and acidic anti-aggregation sta 

bilizers, for example, prevent isoelectric precipitation of 
insulin; they are not, however, effective in protecting 
insulin from agitation-induced aggregation (denatura 
tion) or temperature-induced fibril formation. More 
over, acidic insulin solutions degrade rapidly. 

Ionic and non-ionic surfactants, whether physiologic 
or synthetic, are recognized to reduce the propensity of 
insulin to precipitate from solution by mechanical stress 
or surface interactions U.S. Pat. 4,120,560; European 
Patent Application No. 80102252.6). It has also been 
reported that a synthetic non-ionic polyethylene-poly 
propylene glycol surfactant, Pluronic Polyol F-68, is 
effective in eliminating precipitation of protein from a 
horse serum-containing medium used in mechanically 
shaken tissue culture Swim et al., Proc. Soc. Exp. Bio. 
Med. 103, 252 (1960). 
The recognized protein-solvation characteristics of 

surfactants and their potential for maintaining insulin 

Pharmacol. 
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conformation Wu, C-S. C., and Yang, J. T., Biochem. 
Biophys. Acta 667:285-93 (1981)) makes them recognized 
as likely candidates as insulin anti-aggregation stabiliz 
ers. Notwithstanding this fact, surfactants would not be 
expected to inhibit aggregation and precipitation caused 
by other factors, e.g., pH drift. 
The present invention defines novel insulin formula 

tions having substantially delayed insulin aggregation 
or precipitation properties. The insulin formulations of 
this invention contain a selected polypropylene 
polyethylene glycol surfactant in combination with a 
phenol. The insulin formulations of the invention, con 
taining the selected polypropylene-polyethylene glycol 
and a hydroxybenzene, exhibit a surprising and unex 
pectedly high retardation of insulin aggregation. It was 
further discovered that insulin formulations containing 
the selected polypropylene-polyethylene glycol but 
lacking a hydroxybenzene showed only a mild protec 
tive effect against insulin aggregation and precipitation, 
and, moreover, that those formulations containing a 
hydroxybenzene but none of the selected polypropy 
lene-polyethylene glycol actually hastened insulin ag 
gregation. 

SUMMARY OF THE INVENTION 

Thus, this invention is directed to an insulin formula 
tion comprising, in a pharmaceutically acceptable aque 
ous diluent and per each milliliter of formulation, from 
about 40 U to about 500 U of insulin, from about 1 to 
about 6 milligrams of a hydroxybenzene, and from 
about 0.05 to about 10 milligrams of a polyethylene 
glycol-polypropylene glycol polymer of the formula 
X-6077A 

HOCHCH-O-(HCH-O-(CHCHO-H 
CH3 

having an average molecular weight of about 8350 and 
in which the average number of ethyleneoxy units per 
molecule, designated by the sum of a and c, is about 150, 
and the average number of propyleneoxy units per mol 
ecule, designated as b, is about 30. 

DETAILED DESCRIPTION OF THE 
INVENTION 

As noted, this invention is directed to insulin formula 
tions particularly suited for use in infusion device sys 
tems. The formulations comprise insulin, a phenol, and 
a specific polyethylene glycol-polypropylene glycol 
polymer in a suitable diluent. 
The insulin contemplated for use in the formulations 

of this invention can structurally be that of any species. 
Preferably, the insulin will have the structure of that 
produced by humans, cattle, or pigs, and, most prefera 
bly, by humans. The source of the insulin is not critical 
to this invention. Thus, for example, it may be isolated 
from the pancreas; synthesized by classical chemical 
synthesis; converted chemically or enzymatically from 
that of one species to that of another, e.g., pork to hu 
man; produced by recombinant DNA methodology; or 
any other available method. 
The insulin may be present in the formulation in vary 

ing concentrations ranging from about 40 U/ml. to 
about 500 U/ml. and, preferably, from about 80 U/ml. 
to about 100 U/ml., and can be present in the presence 
or absence of cations such as zinc or sodium. The pre 
ferred cation is zinc, and it preferably is present in an 
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4. 
amount of from about 0.3% to about 0.7% by weight, 
based upon the insulin content in the formulation. 
Another component of the formulations of this inven 

tion is a hydroxybenzene. The hydroxybenzene is pres 
ent in an amount of from about 1 mg. to about 6 mg. per 
each ml. of the insulin formulation (about 0.1% to about 
0.6% by weight). Preferably, the hydroxybenzene is 
present in an amount ranging from about 2.5 mg. to 
about 3 mg. per each ml. of the formulation. Typical 
hydroxybenzenes are, for example, phenol, m-cresol, 
o-cresol, p-cresol, o-chlorophenol, m-chlorophenol, 
p-chlorophenol, o-phenylphenol, ethyl p-hydroxyben 
zoate, methyl p-hydroxybenzoate, and the like. Pre 
ferred hydroxybenzenes are phenol and m-cresol. 
Moreover, mixtures of hydroxybenzenes may be pres 
ent in the formulation. For example, the formulation 
may contain a combination of about 3 mg m-cresol and 
about 2 mg. phenol per each ml. of formulation. 
Another essential component of the compositions of 

this invention is the polyethylene glycol-polypropylene 
glycol copolymer. It is a long chain polymer having an 
average molecular weight of about 8350 and containing, 
on the average, about 150 ethyleneoxy moieties and 
about 30 propyleneoxy moieties. The United States 
Adopted Name (USAN) for a material having these 
structural characteristics is Poloxamer 188. One such 
material is marketed under the tradename Pluronic 
Polyol F-68 (R), and is highly preferred for use as the 
copolymer component of the formulations of this inven 
tion. The copolymer is present in the formulations in an 
amount ranging from about 0.05 mg. to about 10 mg. 
per milliliter of the final composition (about 0.005% to 
about 1% by weight). Preferably, Poloxamer 188 is 
present in an amount of at least about 0.2 mg. per milli 
liter of the final composition. 
Although not an essential part of the compositions of 

this invention, the compositions preferably also contain 
a suitable buffer, such as TRIS (2-amino-2-hydrox 
ymethyl-l,3-propanediol), glycinamide, leucinamide, 
phosphate ion bicarbonate ion, and the like. The pre 
ferred buffers are TRIS and glycinamide. The presence 
of such buffers carry the added benefit of assisting the 
compositions of this invention in retarding insulin ag 
gregation and precipitation caused by pH drift. In gen 
eral, when present, the selected buffer will be present in 
an amount ranging from about 0.2% to about 0.8% by 
weight of the final composition. 

If desired, the compositions of this invention may also 
contain a tonicity agent. Typical such agents are glyc 
erin, sodium chloride, and the like, and, when present, 
are present in an amount ranging from about 0.5% to 
about 2.0% by weight, based upon the final composi 
tion. 
The insulin formulations of this invention can be 

prepared using any of a number of recognized methods. 
Preferably, however, the formulations are prepared by 
(a) suspending zinc insulin, for example, purified pork 
insulin, human insulin, or the like, in an aqueous solution 
containing (i) the selected amount of the hydroxyben 
zene or mixture of hydroxybenzenes, (ii) a non-ionic 
osmotic pressure regulating agent, for example, glyc 
erol, in an amount that will render the final solution 
isotonic, and (iii) a polypropylene-polyethylene glycol 
polymerisate, for example, Pluronic Polyol F-68 (R); (b) 
adding dilute aqueous acid, preferably hydrochloric 
acid, in an amount sufficient to maintain the pH of the 
mixture from about 3.2 to about 3.8 until all of the sus 
pended insulin dissolves; (c) adding to the thus-formed 
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acidic solution a solution containing the desired buffer 
ing agent, for example, TRIS or glycinamide, which has 
been adjusted to a pH that will produce a final solution 
having a pH of from about 7.0 to about 7.8; and (d) 
diluting the thus-formed solution to the desired insulin 
concentration and final pH using water and dilute acid 
or dilute base, as necessary. 
The improved stability against insulin aggregation 

available from the formulations of this invention is dem 
onstrated using an agitation test method. A sample (1 
ml.) of the formulation is pipetted into each of six type 
I (5 ml) glass ampoules. The ampoules are sealed using 
a gas/oxygen flame. Four of the six ampoules are se 

10 

6 
-continued 

7.40 pH 

The ampoules are observed periodically for visual signs 
of aggregation as evidenced by the appearance of haze 
or precipitates. A Stabilization Index (SI) is determined, 
which is the ratio of the average time elapsed before the 
appearance of the first signs of aggregation of the exper 
imental formulation to that of the control formulation. 
Using this test system, the following results were ob 
tained for human insulin (Table 1) and porcine insulin 
(Table 2). 

TABLE 1. 
Stabilization of Human Insulin Against Aggregation 

Formulation 
Poloxamer Tonicity 

Insulin, m-Cresol, 188, Buffer, Agent, Phenol, Stabilization 
U/mi. Wt. Percent Wt. Percent Wt. Percent Wt. Percent Wt. Percent Index, SI 
100 - - - Glycerin, - 2-4 

1.6 
100 0.3 - - Glycerin, - 

.6 
100 - 0.02 Glycinamide, Glycerin, 0.3 12-> 1682 

0.22 1.6 
100 0.25 1.0 TRIS, 0.4 Glycerin, ----- > 1682 

1.6 
00 - 0.02 - Glycerin, - 5-6 

1.6 
100 0.25 0.05 TRIS, 0.4 Glycerin, -- 28-60 

1.6 

SI of 1 = 4 hours. 
Experiment terminated at 28 days. 

TABLE 2 

Stabilization of Porcine Insulin Against Aggregation 
Formulation 

Poloxamer Tonicity 
Insulin, m-Cresol, 188, Buffer, Agent, Phenol, Stabilization 
U/ml. Wt. Percent Wt. Percent Wt. Percent Wt. Percent Wt. Percent Index, SI 
100 0.3 - - Glycerin, --- 1 

1.6 
100 m - - Glycerin, 0.2 l 

1.6 
100 m 0.02 - Glycerin, - 2 

.6 
100 - - TRIS, 0.4 Glycerin, 0.3 3-5 

.6 
100 m 0.02 - Glycerin, 0.3 2-9 

1.6 
100 0.3 0.02 - Glycerin, --- >282 

1.6 
40 0.3 0.02 - Glycerin, - 21->282 

1.6 
500 0.3 0.02 - Glycerin, --- >282 

1.6 

SI of 1 = 24 hours. 
Experiment terminated at 28 days. 

cured horizontally to an Eberbach Model 5850 recipro 
cating shaker set at 250 oscillations per minute with a 
one inch stroke in a 37° C. incubator. The remaining 
two ampoules are placed in the incubator as stationary 
samples. In addition, an equal number of ampoules con 
taining a control solution, usually a "commercial' type 
regular insulin formulation, are included. 

For example, a suitable control for use in testing the 
formulations of this invention is as follows: 

Insulin 100 UAml. 
Glycerin 1.60% 
m-Cresol 0.3% 

65 

Another series of tests was run under milder agitation 
conditions. In this method, a sample (1 ml) of the for 
mulation is pipetted into each of twelve type I (2 ml.) 
glass vials. The vials are stoppered with a teflon-faced 
stopper and capped. The vials are secured horizontally 
to an Eberbach Model 5850 reciprocating shaker set at 
100 oscillations per minute with a one inch stroke in a 
37 C. incubator. In addition, an equal number of vials 
containing a control solution are included. 
The vials are observed periodically for visual signs of 

aggregation as evidenced by the appearance of haze or 
precipitates. Using this test system, the evidence tends 
to suggest that the presence of a hydroxybenzene in an 
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insulin formulation in the absence of the poly-propy 
lene-polyethylene glycol polymerisate present in the 
formulations of the present invention in fact accelerates 
insulin aggregation. In contrast, and quite surprisingly, 
a combination of both a hydroxybenzene and the poly- 5 
propylene-polyethylene glycol polymerisate in the insu 
lin formulation greatly retards insulin aggregation well 
beyond that available from the polypropylene 
polyethylene glycol polymerisate alone. The tendency 
of the presence of a hydroxybenzene accelerate insulin 10 
aggregation, at least with human and bovine insulin, is 
demonstrated by the date in Tables 3, 4, and 5. Tables 6, 
7, 8, 9, 10, and 11 summarize studies with human, pro 
cine, and bovine insulin, each containing Poloxamer 188 
in the presence and absence of phenol or m-cresol. The 15 
advantages of the presence of both Poloxamer 188 and 
a hydroxybenzene in terms of retardation of insulin 
aggregation are in every case quite distinctive. 

TABLE 3 20 
Shaker Test - Hunan Insulin (Without Poloxamer 88 

Insulin, 100 U/ml, m-Cresol, Phenol Days to Aggregation 
Lot No. wt % wt % Range Mean 

237JK4 - - 2-3 2.9 

0.25 - -2 1.7 25 
- 0.25 l 1 

568JK4 - - 2-3 2.9 

0.25 - 2-3 2.8 
r - 0.25 1-2 1.2 

569.JK4 - - 3-7 3.8 

p 0.25 - 1-2 l, 
- 0.25 2 2 30 

Formulation contains 1.7% by weight glycerin. 

TABLE 4 

Shaker Test - Porcine Insulin (Without Poloxamer 188) 35 
Insulin, 100 U/ml, m-Cresol, Phenol Days to Aggregation 

Lot No. wt % wt % Range Mean 

8DA29 - -- 7 7 

0.25 - 16 16 
- 0.25 16 16 40 

8DS96 - - 3 3 

0.25 - 7 7 
- 0.25 7 7 

Formulation contains 1.7% by weight glycerin. 
45 

TABLE 5 

Shaker Test - Bovine Insulin (Without Poloxamer 188) 
Insulin, 100 U/ml, m-Cresol, Phenol Days to Aggregation 

Lot No. wt % wt % Range Mean 
7NH27 -- --- 4-7 6.2 50 

P 0.25 - 2-3 2.9 

- 0.25 3-7 5 

Formulation contains 1.7% by weight glycerin. 

55 
TABLE 6 

Shaker Test - Human insulin (Poloxamer 188 and m-Cresol) 
Insulin, Days to 

100 U/ml m-Cresol, Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 60 
237JK4 0.25 --- --- 2 2 

0.25 0.4 - 2 2 
--- 0.4 0.02 8-20 14.1 
0.25 0.4 0.02 90b 90b 

568JK4 0.25 - -- 1. 

0.25 0.4 --- l 65 
- 0.4 0.02 3-9 7.4 
0.25 0.4 0.02 90b 90b 

569JK4 0.25 - - 1 

0.25 0.4 --- 1 1 

8 
TABLE 6-continued 

Shaker Test - Human Insulin (Poloxamer 188 and m-Cresol) 
Insulin, Days to 

100 U/ml m-Cresol, Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 

- 0.4 0.02 3-8 6.7 
0.25 0.4 0.02 90b 90b 

Formulation contains 1.7% weight glycerin. 
Test terminated at 90 days without aggregation. 

TABLE 7 
Shaker Test - Human Insulin (Poloxanner 188 and Phenol 

Insulin Days to 
100 U/mia Phenol, Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 

237JK4 0.25 m - 5 5 
0.25 0.4 - 6-13 11.2 
- 0.4 0.02 8-20 14.1 

0.25 0.4 0.02 78-90 89 
568JK4 0.25 m - 1. 

0.25 0.4 - 3 3 
r - 0.4 0.02 3-9 7.4 

0.25 0.4 0.02 90b 90b 
569.JK4 0.25 m -- 1 

0.25 0.4 - 7 7 
--- 0.4 0.02 3-8 6.7 

0.25 0.4 0.02 90b 90b 

Formulation contains 1.7% by weight glycerin. 
Test terminated at 90 days without aggregation. 

TABLE 8 

Shaker Test - Porcine Insulin (Poloxamer 188 and m-Cresol) 
Insulin, Days to 

100 U/ml m-Cresol, Tris, Poloxamer 188, Aggregation 
Lot No, wt % wt % wt % Range Mean 
8DA29 0.25 m - 2 2 

0.25 0.4 - 2 2 
f - 0.4 0.02 2-12 10.3 

0.25 0.4 0.02 90b 90b 
8DS96 0.25 m - 2-5 4.5 

0.25 0.4 - 2-5 3.5 
w - 0.4 0.02 2-6 4.2 

0.25 0.4 0.02 90b 90b 

Formulation contains 1.7% by weight glycerin. 
Test terminated at 90 days without aggregation. 

TABLE 9 

Shaker Test - Porcine Insulin (Poloxamer 188 and Phenol) 
Insulin, Days to 

100 U/ml Phenol Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 

8DA29 0.25 m --- 2 2 

0.25 0.4 - 2 2 
w - 0.4 0.02 2-12 0.3 

0.25 0.4 0.02 90b, 90b 
8DS96 0.25 -- - 5-6 5.2 

0.25 0.4 - 2-6 4.8 
--- 0.4 0.02 2-6 4.2 

0.25 0.4 0.02 90b, 90b 
Formulation contains 1.7% by weight glycerin. 
terminated at 90 days without aggregation. 

TABLE 10 

Shaker Test - Bovine Insulin (Poloxamer 188 and m-Cresol) 
Insulin, Days to 

100 U/ml, m-Cresol, Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 

7NH27 0.25 m - 2 2 

0.25 0.4 --- 2 2 
- 0.4 0.02 1 1. 
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TABLE 10-continued 

Shaker Test - Bovine Insulin (Poloxamer 188 and m-Cresol) 
Insulin, Days to 

100 U/ml, m-Cresol, Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 

f 0.25 0.4 0.02 40-90b 77.8 

Formulation contains 1.7% by weight glycerin. 
Test terminated at 90 days without aggregation. 

TABLE 11 

Shaker Test - Bovine Insulin (Poloxamer 188 and Phenol) 
Insulin, Days to 

100 U/m1 m-Cresol, Tris, Poloxamer 188, Aggregation 
Lot No. wt % wt % wt % Range Mean 

7NH27 0.25 - - 2 2 

7NH27 0.25 0.4 - 2 2 

7NH27 - 0.4 0.02 I 

7NH27c 0.25 0.4 0.02 5-90 48.1 
7NH27c 0.25 0.4 0.02 13-90 77.4 

Formulation contains 1.7% by weight glycerin. 
Test terminated at 90 days without aggregation. 
'Run twice. 

We claim: 
1. An insulin formulation comprising, in a pharma 

ceutically acceptable aqueous diluent and per each mil 
liliter of formulation, from about 40 U to about 500 U of 
insulin, from about 1 to about 6 milligrams of a hydrox 
ybenzene, and from about 0.05 to about 10 milligrams of 
a polyethylene glycol-polypropylene glycol polymer of 
the formula 
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HOCHCHO-HCH:o)-CHCHo).h 
CH3 

having an average molecular weight of about 8350 and 
in which the average number of ethyleneoxy units per 
molecule, designated by the sum of a and c, is about 150, 
and the average number of propyleneoxy units per mol 
ecule, designated as b, is about 30. 

2. Formulation of claim 1, in which the insulin is 
human insulin. 

3. Formulation of claim 2, in which the human insulin 
is present in a concentration of from about 80 U/ml. to 
about 100 U/ml. 

4. Formulation of claim 1, in which the hydroxyben 
Zene is m-cresol. 

5. Formulation of claim 4, in which the m-cresol is 
present in an amount of from about 2.5 mg. to about 3 
mg per milliliter. 

6. Formulation of claim 5, in which phenol is present 
in addition to m-cresol. 

7. Formulation of claim 1, in which the hydroxyben 
zene is phenol. 

8. Formulation of claim 7, in which phenol is present 
in an amount of from about 2.5 mg. to about 3 mg. per 
milliliter. 

9. Formulation of claim 1, in which a cation selected 
from zinc or sodium is present. 

10. Formulation of claim 9, in which the cation is 
Z111C. 

11. Formulation of claim 1, in which the polyethylene 
glycol-polypropylene glycol polymer is Poloxamer 188. 

12. Formulation of claim 11, in which the poloxamer 
188 is present in an amount of at least at about 0.2 mg. 
per milliliter of the final composition. 
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